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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136 (a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
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- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)13 Responsive to communication(s) filed on 11 January 2001 . 
2a)E3 This action is FINAL. 2b)D This action is non-final. 
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1 . The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F 3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 
418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1 . 1 30(b). 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 

^terminal disclaimer A-terminal disclaimer^signed-by the assignee must-fully-eomply-with 

37 CFR 3.73(b). 

Claims 1-126, 134-137, 143, and 144 are provisionally rejected under the 
judicially created doctrine of obviousness-type double patenting as being unpatentable 
over claims 34-58 of copending Application No. 09/357,166 in view of Gelfand et al. (US 
5,310,652) and Birch et al. (5,677,152). This is a provisional obviousness-type double 
patenting rejection. 

The copending claims are drawn to methods and kits for simultaneously 
amplifying and sequencing nucleic acids, requiring two different polymerases, wherein 
one has a higher affinity towards a chain-terminating nucleotide relative to the other. 

The copending claims do not encompass direct application of the methods/kits to 
RNA wherein at least one of the polymerases has reverse transcriptase activity, nor 
modification of said methods/kits to include a polymerase-inhibiting agent. 

Gelfand et al. disclose a one-tube, one-polymerase amplification of target RNA 
sequences using a polymerase with reverse transcriptase activity (see, for example, the 
abstract). 

Birch et al. disclose the advantageous use of a polymerase-inhibiting agent, 
including antibodies and various anhydrides, in nucleic acid amplifications (see, for 
example, the abstract and Fig. 1). 

One of ordinary skill in the art would have been motivated to modify the methods 
of the copending claims by application towards RNA using a polymerase with reverse 
transcriptase activity, and/or application of a polymerase-inhibiting agent, because 
Gelfand et al. disclosed the advantages of combined reverse-transcription and 
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amplification, and Birch et al. disclosed the benefits of using such an agent in 
amplification reactions. In other words, these would have been logical, straightforward 
applications to achieve expected improvements. It would have been prima facie 
obvious to one of ordinary skill in the art at the time of the invention to make the claimed 
kits and carry out the claimed methods. 

2. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth-in -section 1 02 of -this-title , if -the differences . between Jhe subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to "which said subject matter pertains: 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1.56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(f) or (g) prior 
art under 35 U.S.C. 103(a). 

Claims 1-126, 134-137, 143, and 144 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Koster et al. (US 5,928,906) in view of Gelfand et al. (US 
5,310,652) and Birch et al. (5,677,152). 

These claims are drawn to methods and kits for simultaneously amplifying and 
sequencing nucleic acids, requiring two different polymerases, wherein one has a 
higher affinity towards a chain-terminating nucleotide relative to the other, further 
comprising: direct application to RNA wherein at least one of the polymerases has 
reverse transcriptase activity; and/or use of a polymerase-inhibiting agent. 

Koster et al. disclose methods and kits for simultaneously amplifying and 
sequencing nucleic acids, requiring two different polymerases, wherein one has a 
higher affinity towards a chain-terminating nucleotide relative to the other (see 
especially column 3, lines 25-57, column 7, lines 43-67 and column 8, lines 1-6, and 
Example 1 in columns 11-12). 



Application/Control Number: 09/339,103 
Art Unit: 1656 



Page 4 



This patent does not disclose DNA polymerase-mediated reverse transcription 
coupled to PCR amplification, nor the use of polymerase-inhibiting agents. 

Gelfand et al. disclose a one-tube, one-polymerase amplification of target RNA 
sequences using a DNA polymerase with reverse transcriptase activity (see, for 
example, the abstract). 

Birch et al. disclose the advantageous use of a polymerase-inhibiting agent, 

including antibodies and various anhydrides, in nucleic acid amplifications (see, for 

example, the abstract and Fig. 1). 

One of ordinary skill in the art would have been motivated to modify the method 

of Kosier et ai. by application towards RNA using a polymerase with reverse 

transcriptase activity, and/or application of a polymerase-inhibiting agent, because 

Gelfand et al. disclosed the advantages of combined reverse-transcription and 

amplification, and Birch et al. disclosed the benefits of using such an agent in 

amplification reactions. In other words, these would have been logical, straightforward 

applications to achieve expected improvements. It would have been prima facie 

obvious to one of ordinary skill in the art at the time of the invention to make the claimed 

kits and carry out the claimed methods. 
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THE FOLLOWING ARE NEW GROUNDS OF REJECTION NECESSITATED BY THE 
AMENDMENT 

3. Claims 129, 130, 133, and 142 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

A) Claims 1 29 and 1 30 are confusing because of the language "are reduced 
at different time," at the end of claim 129. 

B) Claims 1 33 and 1 42 are confusing because of improper Markush 
language ("or" rather than "and"). 

4. Claims 132, 133, 141, and 142 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Koster et al. (US 5,928,906) in view of Gelfand et al. (US 5,310,652) 
and Birch et al. (5,677,152), and further in view of Hill (US 5,525,492). 

The further limitations of these claims involve agents that lower the melting point 
of DNA, which is not taught in the previously-discussed references. 

Hill discloses the use of a polar aprotic solvent such as DMSO in nucleic acid 
amplification reactions to facilitate amplification of G-C rich sequences (see column 2, 
lines 5-40). 



Application/Control Number: 09/339,103 Page 6 

Art Unit: 1656 

One of ordinary skill in the art would have been motivated to use a melting point- 
lowering agent such as DMSO in the methods and kits as rejected previously because 
Hill taught that this advantageously provided for amplification of sequences of high G-C 
content. It would have been prima facie obvious to one of ordinary skill in the art at the 
time of the invention to make the claimed kits and carry out the claimed methods. 

5. Claims 1 27-1 31 and 1 38-1 40 are provisionally rejected under the judicially 
created doctrine of obviousness-type doublejDatenting as being unpatentable over 
claims 7 and 8 of copending Application No. 09/577,047. Both sets of claims overlap in 
subject matter, particularly with respect to inhibition of both polymerases with agents 
and release of the polymerases from inhibition at different times. 

6. With respect to the above rejections, the arguments of the response filed 

01/1 1/01 have been fully considered, but are not found persuasive. While the response 
points to a declaration filed in parent application 08/991,184 as support for Koster being 
a non-enabling reference, said declaration was previously found to be insufficient to 
establish non-enablement. The response also argues there would not have been 
reasonable expectation of success for combining the "technically challenging" 
simultaneous amplification/sequencing method of Koster and the polymerase-inhibition 
methodology of Birch et al.; however, no specific argument is provided as to why the 
skilled artisan might have suspected the polymerase-inhibition means of Birch et al. 
would interfere with Koster's method. The claims require only one polymerase inhibiting 
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agent, and it is submitted that the skilled artisan would have reasonably expected use of 
such and agent to work in Koster's method in the manner indicated by Birch et al. 

7. Claims 1 27-1 31 and 1 38-1 40 are free of the prior art, but are rejected for other 
reasons. These claims require two different polymerase-inhibiting agents which can 
inhibit different thermostable DNA polymerases, which is not taught or suggested in the 
prior art. No claims are allowable. 

8. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .1 36(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kenneth R Horlick whose telephone number is 703-308- 
3905. The examiner can normally be reached on Monday-Thursday 6:30AM-5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Margaret Parr can be reached on 703-308-2454. The fax phone numbers 
for the organization where this application or proceeding is assigned are 703-308-4242 
for regular communications and 703-308-0294 for After Final communications. 

Anyjnquiry of a general nature or relating to the status of this ^application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 
0196. 

Kenneth R Horlick 
Art Unit 1656 



March 14, 2001 



WETHR. HORLICK 
PRIMARY EXAMINER 
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